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3ENCY
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[OPTS-42033; BH-FRL 2341-2) =

~ Cresols; Proposed Test Rufe

. "AGENCY: Envu‘onm_ental Protectlon -

»

Agency (EPA).
AcTioN: Proposed rule.”

suuluuv' Under section 4 of the Toxic
Substances Control Act (TSCA); EPA is-
- proposing that manufacturersand -
processors of cresols test these

_. chemicals for carcinogenicity, -
mutagenicity, teratogenicity, .
reproductive effects, neurotoxicity, skm

~ sensitization and subchronic toxicity..
The testing being proposed will be.
— performed according. to protocols. - -

"adopted.by the- Agency. EPA is not -
propasingto require any additional -
environmental effects testing at this.
time. However, EPA is also soliciting

" public comments on the decision: not to

propose environmental effects te:

list for priority eonsideratian for -

for cresols. This notice constitutes EPA’s- -

- response to the Interagency Testing:

Committee's (TTC) designation-of cresols ~

as priarity candidates for testing..
ATES: Submit written comments on or
sfore September 9, 1983. If persons-
request an opportunity for oral comment

" - by August 25, 1983, EPA will holda -

_public meetmg on September 28,1983,
on this rule in Washington, D.C. For

14

“information on arranging to
speak at the' meetmg see-ufit VI‘of this\
preamble. - -

ADDRESS: Submit wntten comments i -
triplicate:to: TSCA Public Information -
Office (TS-793), Office of Pesticide and’
Toxic Substances, Environmental )
Protection Agency, Rini. E-108, 401 M St.
SW., Washington, D.C. 20460. -

Include the document control number
[OPTS-42032] on all submissions. -
FOR FURTHER mmmﬂmm
Jack P. McCarthy, Directof: TSCA-

- Assistance Office (TS-799); Office of
-Toxic Substances, Rm. Ex

SW., Washingten, D.C.- zmeo. Toll Free:

(800-424-9065}, In Washington, D.C.:*

(554-1404), Outside the USA: (Operatox;

202—554—1404)

o mmm\m INFORMATION: )

ITC may designate substarices on the -

I lntmduction P S
- Section 4(e) of TSCA (Pub: L. 94-469, -

90 Stat. 2003 et seg.; 15 U.S.C. 2601 o
*q.) established an Interagency Testmg
>mmittee (ITC) to recommend to EPA -

a list of chemicals to be considered for

testing under section 4(a) of the Act. The

- determine if there-is substantial-

requiring testing by EPA. t‘
The ITC designated cresols for -
priority consideration in its Imttal_

Report, published in the Federal Register

on October 12, 1977 (42 FR 55026). The.
ITC recommended that industry test
cresols for the following heahhreffects'
carcinogenicity; mutagemclty,« :
. teratogenicity and-other chronie effects.
The ITC also recommended-testitig fo(
- environmental effects, specifically
_chronic effects i ﬁeh and other. aquetlc
organisms. -

“The ITC's recommendahons were:
“based on the large_volume of cresols.

.- that: .

- produced in the United States It was
- estimated in the ITC’s report that the’

U.S. production of cresols in 1975 was
about 90 million pounds. The.ITC also
reported an annual release rate of -
approximately 45 million pounds. In
addition, the ITC was concerned that-
the manufacture and use of cresol- .

" containing products could resultin - . -

substantial gccupational exposure and

_high general population exposure.

-~Under section 4(a)(1) of TSCA, EPA
must require testing of a chemical

" substarice to develop health or
environmental data xf the Agency finds

~

- (A) (x) tho mumﬁcturer dxstrxbuexon in- commeérce; proe-..

R use,.or

disposal-of & chemical substance or mixture, or that

] eotnbumtmn ‘of such dctivities, may present an unreasonable
i nliof injury to health-or the environment, :
ST L ) tliere are insufficient data-

‘offacts of such

and expenenee npon which: the o .

or of such snbsttnce or mxxture .or of. any eombm -
m ﬁa‘ul&wmec on health or the environment can reason- .

-_abi be determined or predicted,

- m) Mngofmehsnhaanceornnxtmthhmspecttosuch..

deyelop.auch data; o

(ﬂl&)lchumeol aubehneeormxxtnrenor will beprodnced_ o2
antial quantities; and (I) it énters or may reasonably be . . .- .
<o &ated to enter the environment in-substantial quantities or
P (lI) mor may be: mgmﬁeent orsubetnnhal hnnmn exposure

. to'sych substance or mixture;
e (n) there are insufficient datzand“ rience upon which the
“effects of the mnutac distribution 1 commerce, processing,

use, or dispoeal of

nce or mixture or of any combina-

tion of such aeuvmes on- hwlth or the environmernt can reason-
l.bl  bedetermined or predicted,and” . -
: m) _testingof such substance ormltxxtnremth respeet to such

- effects is necessary to dewlop such da
EPA uses a weight of evidencé
. approach in making asection .- ._

4(a)(1)(A)(i) finding in which both~
exposure and toxicity information are’
considered to make the finding that the
chemical may present an unreasonable:
risk. For the-section 4(a)(1)(B)(i} ﬁndmg
EPArconsiders only production;-
exposure and release information:to -~

. expasure or release. For the ﬁndings~

fundet both section- 4{a)(1)(A)(ii} and -
" 4(a)(1)(B)(ii), EPA examines toxicity and‘

fate studies.fo determine if existing- -

-information is adequate to determine. oF-
,reasonably predict the'effects of human -

- exposure to or environmental relaage of

_the chemical. In making the.third finding” ~
£ thaf testing is necessary, EPA considers

-.'whether any ongoing testing will satisfy

" the information needs for the chiemical.

and. whether testing which the Agency
- might require would be capable of -

developing the necessary information.

EPA’s-process for determmmg when
these ﬁndmgs can be made is descnbed

‘in detail in EPA's first and second

" proposed test rules as published in the
Federal Register of July 18, 1980 (45 FR

48528] and June §, 1081 (48 FR 30300).
The section 4(a)(1)(A) finding is
discussed in 45 FR 48528, and the

" section 4(a)(1)(B) ﬁndmg is dxscussed in-
46

FR 30300.
In-evaluating the ITC's testmg

. —recommendations concerning; “cresols,

EPA considered all available relevant

- information including the following:

- Information presented in the ITC's
. reportrecommending testing - ..

_,consxderatmn. production volume, use, -

_exposure, and release information-

reported by manufaciurers. of cresols”
under the TSCA section 8(a) Preliminary
-Asgessment Information Rule (40 GFR
Part 712); health and safety studies
‘submitted by the manufacturers of

. cresols under the TSCA section 8(d)

Health-and Safety Data Reporting Rule
{40 CFR Part 716); and published and

“unpublished data available to the .

Agency. Based on its evaluation, as



. A Profils . .~
" Cresols (C;HsO) is & chemical

~ isomers; ortho-aresol {o-cresol), meta- -

"~ effects. These
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described in this preamble and the
accompanying technical support . N
document, EPA is proposing health .
effects testing ents for cresols-
under section-4(a)(1}{A) and 4{a)(1)(B).
EPA tentatively has determined that
additional environmental effects testing
should not be required. However; due to
the-absence-of chronic toxicity data for

fish and invertebrates in freshwater.and -

saltwater systems, EPA is soliciting

" comments on the need for additional ©

environmental effects téstng. By these. -

.actions, EPA is responding to the ITC's _ .
 designation of cresols for testing:: - -

consideration. -~ - A

category consisting of three cresol

cresol (m-cresol), and para-cresol (p-
cresol). Ciesols are commercially
available-as individual isomers oras
mixtures. Approximately, 172-200 ’
million pounds of cresols are either - .
produced in or imported into the United

- States each year. The EPA Toxic

Substances Inventory records that -
approximately 72 million pounds of 0-
cresol; 32 million pounds of m-cresol

~ and 62 million p%mds of p-cresol were
ni

produced in the ted States in 1077; -

Cresols are used as wire enamel” =~ =

selvents and as organic intermediates in-

the manufacture of phenolic resins and .

phosphate esters. Additional uses of
either individual isomers or mixtures are -

. inthepmduqﬁon'of‘sevéral-herbicideg

as cleaning compounds and )
disinfectants; and imrore flotation. .

The EPA is basing its proposed testing

-on the authority of section 4{a){1)(BJ of

TSCA. Additionally; for mutagenicity

-and oncogenicity, the Agency is basing

this proposal on the-authority of sectign
4(a)(1)(A). : '

EPA finds that each of the ﬁmecruol .

isomers is manufactured: processed; and.
used in substantial quantities, which

. may result in substantial human- - -_‘/
exposure. Furthermijre; EPA finds that--

there are insufficient data available to
either reasonably determime or predict- -

the result of this exposure in the areas of
" carcinogenic, mutagenic, teratogenic, -
. reproductive, neurotoxic; skin

sengitivity, and subchronic heaith ™~ -~ |
. findings are based on the
following information: - ~ . -

1. There are substantial amounts of -
cresols produced in or imported into the
United States each year. The annual -
U.S. production volume of cresols is -

- - estimated to be approximately 169

“existing data which su
_with respect to these effects, (b} these

. requiring testing of cresols for-

million pounds, with another 17 millionr
pounds imported into the United States
each year. Each of the three cresol
isomers is individuaily producedin -
substantial quantities. Of the total 168

- million pounds produced domestically.
- 43 percent is o-cresol, 37 percentis p- -

cresol and 20 percent is m-cresol.’

- 2 Estimates indicate that between
600,000 and 1.2 million people are
exposed to cresols.each year via: .

manufacturing, processing'g:‘xd[ oruse . .

activities. . - . . :
3. EPA: finds that there are insufficient’

. data‘om’all of these cited human health-
* effects from which to reasonably-
-, - detgrmined or prodict the resultof .
" 'exposure to cresols, and that testing of
- . cresols for these effects ig necessary to *
* develop-such data. - . :

4. EPA does not believe that th v rule.

will result in a loss to:society of the

. benefits of cresols because the Agencj’s.

-economic evaluation has shown that the-.
economic impact of testing these
substances will be minimal.

In addition, EPA has found that (&) - . =

there is evidence of potential
unreasonable human health risks from
mutagenie and carcinogenic effects

_ resulting from the manufacture,

processing and use activities associated
with cresols, and that while there are -
rt this belief

existing data are inadequate to
reasonably predict or determine the

- effects.of these exposures to cresols,

and (c) testing is necessary for these
effects. Therefore, EPA believes that

mutagenicity and carcinogenicity can’
alstt:geb_asteyd upon section 4{5’)3.)(1\) of
The analyses on which the above
findings aré based, are presented in the
Cresols Support Document which is

- available from the TSCA Assistance

Office (TAO), The ITC

" recommendations and EPA's proposed

testing requirements are summarized in
the following tables:. -

< - | - datior 'm“
Chronic sffects..enre. | X xt
OONCRY v o X x
Carc c fod o
fogenicity. x x -~
mm...__.._ - "X -
4 X x
 Environmental offectd...oed X - -3
! Subctwonic proposed in lieu of full chioni

-rumqnu«mmmmg

3 Aﬂ‘muwﬁnwumm

. In addition, the Aéency has ;oncluded : 3
this preliminary- decision not to propose.

that the following human health effects

v

are adequately characterized and,
therefore, that no further testing should
be required at this.time: Acute toxicity -
(lethality);.acute skin and eye irritation,
and skin corrosivity, The Agency has '
also concluded that available

information is: sufficient to evaluate the
chemical fate and bioconcentration

" potential of cresols, and therefore no-

further testing in these areas is being
proposed at thig time. ~ ~ . -
_ With respect to environmental = -
concerns; the Agency finds that the -
release of cresols to the environment is

* high. About 3:5 millién pounds per year .
- - are released to the atmosphere, while -

the estimated annuat release of cresols
as-solid wastes is 4.2 million pounds.

- The aqueous-compartment may receive
" as much as-11.2.million pounds-per year
: from dispersed use of cleaning

compounds. It is estimated that about 80
percent of that volume is discharged to
sewage treatment plants and will be-
biodegraded resulting in an expected
annual release of as much as 2.8 million
pounds of cresols to natyral waters:
While there is-no existing chronic:

: aquatic effects data for cresols, the-

Agency believes that information exists-
which allows EPA to reasonably predict
that exposure of aquatic organisms to

- cresols should not cause chronic effectg—.

Therefore, the Agency has made a
preliminary judgment that no additional”
environmental effects testing is needed
at this time. This judgment is based on-
monitoring information which indicates
that the ambient concentrations of

. cresols found in aquatic systems are

expected to be minimal and will not be
acutely toxic to aquatic organisms.
based on existing data for acute effects.
In‘addition, analyses have been - ‘
conducted for cresols using EPA's
Exposure Analsysis Modeling Systems
(EXAMS) and the Environmental .
Partitioning Model (ENPART). The
results of EXAMS and ENPART, using
actual discharge and flow rates from a -
cresols manufacturing plant, indicate
that the expected concentrations of
cresols, after treatment, will be 0.0016 -
mgfL—one mile from point of discharge,

. 0.0014 mg/L—five miles from point of -

discharge; and finally 6.00094 mg/L—30 -
miles from point of distharge. These .
numbers reflect the concentration levels.

" that would be expected in the winter

months, when microbial degradation -

. rates would be the lowest, and with -

maximum effluent discharge rates.
Therefore, while the ITC .~ _
recommended testing for environmentsl
effects, the Agency may be able to
reasonably predict that levels of cresols
may not cause-chronic effects. However,



" ‘environmental effects testing for cnesolé

TN,

. organisms in saltwater and freshwater -

. problem. Cresols areteadily - - -
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Each individual isomer will be tested
in the subchronic toxicity,
teratogenicity, reproductive effects,
neurotoxieity, and skin sensitization- -
studies. However, some of the cresol

"~ one for which further input by
erested parties will be particularly -
_ipful te the Agency. Therefore, EPA is
soliciting public comment on the need
for chronic toxicity data gemeration._ isomers havepreviously been tested in
The public comments received in individual mutagenicity tests included in
response to this Federal Reﬁshr noﬁce the proposed battery. Therefore, in some
will be instrumental i assisting the "
_Agency in evaluating its decision not to- tested inx each inutagenicity test. The .
propgse environmental effects testing .- test substance(s) in-the oncogenicity
_for cresols. If, after the public comments- bmmyt\nllbcdemdfmmthe .

are reviewed. and evaluated, and the: - results obtained in the proposed -~ -
Agency is convinced that its preliminazy . mutagenicity test battery as further . .
decision is inappropriate for cresols, in section 7.4 of the Cresols

then the Agency will require, in the final  Support Document. ',
rule for cresols, that environmental * "' Each f{somer has exhibited diﬁenmt

effects testing be performed. -.chemical and toxicological properties in

In that event, the environmental previous testing. EPA has determined
effects testing shall be performed for the that because of these differences, one of
purpose of developing data on the . the: cresol isomers could riot

satisfactorily be tested in all the -
proposed testing as a representative of
systems. The following environmental.  all three.

chronic toxicity of cresals ta aquatie '

effects studies would be included as:. Furthermore, it is not generally
‘required-testing in the final rule: - . .- ' “acceptable for an equimolar mndnreof
Freshwatet vertebrate early life stage the-three:cresol isomers to be the test:
testing in rainbow trout, freshwater /" substance in the prescribed health

invertebrate chronie test in Daphnia sp., - effects testing. The"Agency is primarily
saltwater vertebrate early life stagein. interested in tre health effects
Menidia sp, and saltwater invertebrate  attributable to individual cresol i ifomers.
chronic in Mysid shrimp, C Wit!rregard. to-mutagenic and’
The Agency has determined that carcinogenic effects; a mutagenicity -
“:fficient information does exist for-_. testing battery hae been proposed for
cute toxigity and that no additional ‘cresols, with testing endpoints that
acute testing is needed. In addition, the  could result in oncogenicity bioassays
Agency has determined that while there - for individuat cresol isomers. This-
is substantial release of cresols th the..  proposed tiered mutagenicity testing
soil, this route of environmental . scheme has been designed specifically
-exposure is not expected to be a - forcresols. It has been coneeived to
serve both as an indicator of mutagenic
~biodegraded by soil microflora and are:”.  potential, an ITC concern, and also as a
mobiie in soils. Therefore, cresols will. .  procedure to identify the test .
not persistin soils:and will probably be. - substance(s] to be used in any -
leached, due to their watet solubility: -

. into the aquatic environment where they - the IT€ recommended carcinogenicity-.

_ atmosphere are not expected to.create--

~ half-lives of less than:1 disy% (2} they'are
. solnbnhtyofctesolsmaybeemeeted.tx

 toxicity, mutagenicity, carcinogenicity, -

- will be acted upon. by degrading.. - testing for cresols, EPA finds that the
- microorganisms: The' Agency has alw proposed icity testing scheme is
determined that cresols released to the  an appropriate scxennﬁcal!y valid .

. .first testing tier i screening for -

_ oncogenicity.

- Several testing endpomts in this. -
‘mutagenicity battery could result in .
onebgenicity bioassays for individual "
sensitive to photolysis: and {3} the water. __cresof isomers. However, if, after the'

an exp:;me pmblem.g&mh arenot -
expected to persist i glnnmb& -
because (1) cresols.have low estimated.

cause transpost of cresols. from: the: = ~ test battery, eackof the three cresol
atmosphere to the. aml oraqmous»_ : .- isomers-produce only negative results,.
- environment. - . " tl;herebynotu:ggeringanyﬁ{:ar s
. ’ R ioassays, a mixture e three- .
¢ TestSubstmm( o e "7~ isommers shall be tested i a full z-yen
EPA is propasing for !hesuhchrunw oncogenicity bioassay: If the -

* mutageriicity tests on individial isomers
teratogenitity, reproductive effects, =~ are negative, the rule will require thata
eurotoxicity,and skin sensitization- .. 'mixture be tested. EPA requests. .
.2sting that o-cresol, m-cresol and/orp-  commients on the appropriate .
cresel of at least 98 percent purity shall.  -composition for such a mixture. The -
be used as the test subatance(sﬁ Ll j decision to propose an oncogenicity.

instances, not all of the isomers will be-

subsequent oncogenicity testing. We .

completion f the entire mutagenicity - o

bioassay for isomeric mixture is based
on the fact that, in previous
mutagenieity testing, an equimixture of
the three cresol isemers has had positive -
results. However, as the Agency is
primarily interested in the health effects
of the individual isomers, the isomers
will be initially screened as the potentiat ~
bioassay test substances, prior to any
testing of an isomeric. mixture.-

 D. Persons Required ta Test

. Section 4(bj(3)(B] specifies that the -

activities for which the Administrator - -

makes section 4(a) findings -
(manufacture, processing, distribution,
use and/or dispusal) determines who
bears the responsibility for testing. )
Manufacturers are required to test if the
findings are based on manufacturing,
{“manufacture” is defined in section 3(7)
of TSCA. to include “import”}..

Processors are required to test if the-
findings:are based on processing. Both-
manufacturers and processors.are -
reqmmd to test if the exposures giving:

rise to the patential risk occur during -
" use, distribution, or disposal. Because .

EPA has found that the mamxfacturing.'
processing, and use of cresols give rise.
to exposures. that may lead to.an. -

- unreasonable risk, EPA is proposiag that

persans who manufacture or proeess, or.,
wha intend ta manufacture or process
these chemicals at any time from the
effective date of this test rule to the end
of the reimbursement period be subject
to the rule. The end of the .
reiinbursement period, ordinarily will be
§ years after the last final report is
submitted. As discussed in Unit ILF, .
EPA expects that manufacturers will
conduct testing and that processors will. -
ordinarily be exempted from testing.
Because TSCA contains provisions to
avoid duplicative testing, not every
person subject t¢ this rule must
individually conduct testing: Section -
4(b)(3)(A) of TSCA provides that EPA’
permit two-or more manufacturers or
processors who are subject to a test rule
tedesignate one such personora i
.qualified third person to conduct these
tests and submit data on their behalf. :

" Section 4fc) provides that any person -

required to test may apply to-EPA foran
exemption from that requirement. - :

' iE.’zivelopment and Ad’optzan of Study

EPA proposed genenc test -
methodology requirements (generic test

" standards) for varions health effects in -

the Federal ofMay9.1979(44 a
‘PR 27334) and-fuly 26, 1978 (44 FR-~ - .
44054). In-response to concerns about

" rigid generic test methodology ..
_ reqmremen’«s,EPAchangedxtsappmwh
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for providing test standards for TSCA proposed test rule for

comment on those protocols. EPA

, . section 4 test rules and issued generic diethylenetriamine, see the April 29, . believes these supplementary proposals
test methodology guidelines to replace 1982 Pederal Register (47 FR 18390). The  would result in final test rules faster -
previously proposed generic test. final procedural rule will be issued.. - than under the current two-phase -~
methodology requirements. (See the before the cresols rule is promulgated. If process. X :

- Federal Register of March 28, 1982; 47 there are significant changes in the final EPA solicits comments on this

FR 13012.) The Health Effects Guidelines procedural rule, EPA may allow a short  proposed modification of the test rules
’llx.a:lel:legln Iil;blished bySe the National - }t);ribd of supplementary comment on process. :

echnic ormation Service (NTIS), e cresols proposal. . ) . ’
under publication number PB 82-232984. For the puiposes of annourcing the F. Exemption Procedures

~

Good Labjoratory Practice (GLP) . carcinogenicity test if it is needed, the Within 30 days after the effective date
standards will continue to be - Agency will publish an announcementin of the final rule, each cresol ) )
promulgated as genetic requirements. - the Federal Register announcingthe - manufacturer or group of cresol .
Under the new approach, festrule . =~ - receipt of the mutagenicity data, the manufacturers must either (1) notify - --
development will be a two-phase  ° .results of the testing and the need for EPA that it intends to conduct or
process. In Phase I, test rules will be- the carcinogenicity testing, and the - sponsor tesfing and to submit study
promulgated for individual chemicals, particular test substance. This Notice ~  plans for the required tests, or (2) apply
specifying the health or environmental - will then start the portionof therule ' for an exemption on a belief that testing _
effects characteristics for which test requiring carcinogenicity testing. - will'be performed by others. Study plans
data are to be developed and'the - " Persons subject ta the rule will follow must be submitted 90 days after the
3 reporting requirements. In Phase II,. - - . the existing mechanisms for submission effective date of this-rule. If no

following promulgation of a test rule, of study plans‘within the allowed.time. ~ manufacturer notifies EPA. of its intent
. those persons subject to the rule will be EPA has been reevaluating this two- to sponsor testing, EPA will inform _

. required to develop study plans for the phase rulemaking process with a view to manufacturers that their exemptions will
’ development of data pertaining ta the - improving its officiency. The Agencyis = not be granted and will give them an
“effects and characteristics specified-in . considering a modification as follows. opportunity to submit study plans in

the rule. For guidance in-preparing study EPA would conduct its rulemaking in a compliance with this rule. - - :

plans, it is recommended that the TSCA ‘single phase. The proposed test rule . Processors of cresols wilEnot be: E
Health Effects Test Guidelines, . - ~ would contain all the necessary required to apply for an exemption, ~
published by-NTIS (PS 82<232984], be elements: The basis for the testing - submit study plans or condtict testing
- B consulted. Additional guidance maybe  decision, who must test, the tests to be unless manufacturers do not submit
=0 obtained from the Organization for — . performed, and the test standards whick study plans and conduct testing, EPA
o Economic Cooperation and would apply to the specific tests, After will issue a notige in the Federal

Development (OECD) Test Cuidelines- receiving comments on all aspects of the  Register requiring processors to submit ‘
and the Federal Insecticide, Fungicide,.  rule, EPA would promulgate the final notices of intent to test or apply for an
and Rodenticide Act (FIFRA} Pesticide - rule. Once the final rule was in effect, exemption, submit study plans and -

_ . Registration Guidelines; Proposed Data - manufacturers and processors subject to  conduct testing. No exemptions will be
Requirements for Hazard Evaluation: the rule would be required to announce  granted until a study plan for each of the
Human and Domestic Animals, their intention to test or apply for fequired tests is received and approved.
published by NTIS under publication exemption. S . EPA has determined that the three -
‘number PB 83-~153916. : “The key difference between this cresol isomers are not equivalent
Sponsors must submit their study modifiéd approach and current two- because each isomer has exhibited:
plans to EPA within 90 days from the : phase approach is that the protocols different chemical and toxicological

effective date of the test rule. Afteran  * which would become the test standards:  properties in-previous testing. In
opportunity for public comment, EPA - for the required tests would be proposed applying for an exemption, |

will issue-a final rule adopting thestudy - by EPA in phase I rather than being manufacturers must state which isomer
plang as proposed or modified. The - - submitted by test sponsors in phase II. or isomers they manufacture. If the
approved and adopted study plans will = EPA believes: such-a change would be : substance manufactured contains more
become the enforceable test appropriate in light of its experience in than one cresol isomer, then the percent

- requirements and will serve as.the - - rulemaking under section 4 and would isomer composition or range of percent
chemical specific test standards for-the- - ba likely to specd the process for - isomer composttion should be given.

. test rule. Testing wilk also be subject to- - adopting test rules. To implement this EPA proposed exemption procedures -

. EPA’s generic GLP standards.. - * - approach EPA ig considering proposing = for section 4 test rules in the Federal

- Modification. to the-adopted study: pla!wv’ that testers be able to choose to perform- Register of July 18, 1980 (45 FR 48512).

can be made only with EPA.approval. ™ the required tests under any of the EPA intends to issue these procedures
EPA intends ta issue a procedural rule: appropriate protocols in the FIFRA ag.aTinal rulé shortly. If there are
which will set out the details of the two-  guidelines, OECD guidelines, and TSCA - significant changes in the exemption = . .
phase rulemaking process. That: . ‘guideliries. During the comment period; procedures, EPA may allow a short
-~ - procedural rule will apply to the test . . interested persons'would be ablé to - period of supplementary comment o .
" rulefor-cresols and a].l»othex"l teat m:;§ (_:om.mel;; On;he gfé,ai}?f tht;s'e -7 the cresols proposals. S
Information on this proposed procedure ~ - protocols and could, if desire propose . .
_appears inthe. July 18,-1980 Federal alternative protocols. - : - - G- Reporting Requirements -

* Register (45 FR 48512), which describes - If EPA decides to take this modified =~  EPAis proposing that all data be -
the proposed exemption policy and ., approach, the Agency will publish later  reportedin accordance-with the-EPA
procedures; in March 26, 1982 Federal _.- this year supplementary proposls for © - GLP Standards to appear in 40 CFR Part

- . Register (47 FR 10312) which provides . - cresols and other recent proposed test 792. EPA has reviewed public comment .
. the policy statement on the test rules .- rules setting out protocols which would . on the proposed GLP Standards and is
. development process.and in the be the test standards, and seeking - 'now developing final GLP standards.

‘ . - ) ) B ) » ) . 7 - ° N
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The final GLP Standards will apply to
‘s rule.
PAis by TSCA section -

J)A)(C)to specify the time period.

- during which persons subject to a test

rule must submit test data. These ~
deadlines will be established in- the =
Phase II rulemaking in which study
plans are approved, or in a subsequent.
FR notice if EPA changes its policy as

- described in section E, above.

TSCA section 145(b} governs Agencg

' disclosure of all test data submitted

pursuant to section of TSCA. Upon
receipt of data required by this rule; the
Agency will publish a notice of receipt
in the Fedoral Register ac required by

‘section 4{d).

" H. Enforcement Pravisions

Section 15(1) of TSCA makes-it-

. unlawful for any person to fail or refuse
" to comply with any rule oz order issued -
- under section 4. Section 15(3} of TSCA

makes it unlawful for any person to fail-

or refuse to- (1) establish or maintain

records, (2} submit reports, notices, or-
other information, or (3) permit access to

" or copying of records required by the

Act or any regulation issued under ~
TSCA. The Agency considers that ~ .
failure to comply with any aspect of a-
section 4 rule may be judged tobe a

. “olation of sections 15(1) and.15(3) of

‘CA.

Additionally, TSCA section 15(4) -
makes it unlawful for any person-to fail~
or refuse to permit entry or inspection as.

. required by section 11. Sectionr 11. -
- applies to any “establishment, famhty,
chemical -

or other premises in which
substances or mixtures are -

. manufactured, processed, stored, aor held

before or after their distribution in
commerce* * *". The Agency considers
a testing facxhty to be a place where the

- chemical is held or stored and,

therefore, subject to inspection.. .
Laboratory audits/ inspections will be *
conducted periodically in accordance
with the procedures outlined in TSCA.
aection 11 hy only designated

_ representatives of the EPAfor the~ -~
_purpose of determining eomp{fnnce mth :

any final rule for'cresols. These:
mspecnons may be con,iu&e&f&r

as begun, that schednles arebemgmet.
that reports accurately refléct the -
underlying raw data and’interpretaﬁons

standards established in the.Phase Il .
“de.
Violatars of TSCA may be subiject to-
.iminal and civil liability. Persons who
submit materially misleading or false-
information.in connection with the .

" Under the penalty provision of section.

" seizure of

requirement of any provision of this rule
may be subject to penaities calculated
as if they never submitted their data.

16 of TSCA, any person who violates .
section 15 could be subject to.a civil _
penaity of up to $25,000 per day for each

- violation. Each day of operation.in
" violation may constitute a separate

violation. (This would alse be applicable
to manwfacturérs of processors who fail

- to submit a letter of intent to perform -
or ar exemption request and who . . individual isomers

continue manufacturing or processing
after the deadlines for such submissions.
Knowing or willful violations could lead

. to the imposition of criminal penalties of

up to $25,000 for each day of violation
and imprisonment for up to one year.
Other remedies are available to EPA

- under sections.” and 17 of TSCA, such
" as seeking an injuncticn to restrain .

violations of ‘ISCA section 4 and the
substances :
manufacture or processed in violation of .

- therule.
- Indimdnah.aswdl as cmoraﬁons
" could be-subject to enforcement actions.-

Section 15 and 16 of TSCA apply to-“any

person'” whe violatesvarions provisions: .

. of TSCA. EPA may, at its discretion,

proceed against individuals as well as
companies. themselves. In particular,.

~ this includes individuals who report

false.information or who cause it to be
reported. In addition, the submission of
false, fictitious; or fraudulent statements
is a violation under 18.U.S.C. 1001. -

I Issues for Public Comment
1. The Agency has ptoposed a

testing approa
for cresols, in light of the fact that the
ITC recommmended carcinogenicity
testing for cresols. Does the ’
mutagenicity scheme. as: demgned. serve

‘mu aty menmsmbly

. bloasaay forthat isomer? .
purposes which’ venﬁcationthattestmg .

-2 In pre\mns mnmgemty asuya. az.
of the th:eecreaolilm

. was tested. The resuits of the e

. equimixture in-the nmchednled DNA

. andevaluations théreof, dnd that the: . .
‘studies are being conducted according
‘to TSCA-standards and the test -

synthesis: assay, the mouse lymphoma
assay, the sister chromatid exchange-
assay and the cell transformation, with-
activation, assay were positive. In the
event that the cresol isomers. when - -
tested individually, produce negative
results in all of the assays in the fuil:" .
nmtasemcxty testing scheme, no
oncogenicity bloassays wouldbe

-

tnggered for any of the cresol isomers.
The present testing scheme is designed
sa that positive results in any of the six

. mutagenicity‘ assays, for any individual

isomers would trigger a 2-year
oncogenicity bioassay for that isomer..
However, the cresal mixture did
produce positive results in some of these
samé tests. The Agency is propesing to.
require that.an isomeric mixiure of :
cresols be tested in a 2-year
oncogenicity bicassay if all the

produce-negafive
results in the mutagemuty teahng
scheme.

However, ml& are eommermally
prucessed into a wide variety of
mixtures, compased of two or three
isomers in any number of proportional
combinations with-each other and with
other chemicals. Therefore, the Agency
is requesting comments on the suitable
tutmbstame in a two-year -

neogenicity bmassay. What would be a .
rep:esentahoml isomeric mixture which
could serve as a test substance; in the
- event that none of the individual cresol -
isomers trigger a two-year bicassay in
the mutagenicity testing screen? .

3. The [TC récommendetd that cresols

betestediorchmceﬁectsmﬁahand

other aquatic organisms. The- Agency
believes.that there is substantxal release
and exp to the envi :

t by
cresols, and has tentatively concluded
that there is sufficient information
which, when evaluated, allows the
. Agency to reasonably predict that
cresols.do not pose either an acute ora
chronic aquatie toxicity hazard. This
" informationt. upon which the evaluation
was based, includes ambient
- concentrations predicted through
computer models, available acute
toxicity-data, monitoring data, and.
known.biocoriCentration, biodegradation
-and persistence values.

The Agency in this proposed rule has
. an acute toxicity to ambient = -
concentration ratio of over 10,000 at-a
point appraximately 30 miles
downstream of the diucharge Further,
the Agency believes that given this rauo
- thereis a low likelihood of chronic -
- effects, However. the Agency :
_acknawledges that it does not have an-

absolute assurance that chromic toxicity V

- could not occur. i comment convinces

_ EPA thatit cannot reasonably predict

that cresols will not be chronically toxic
atknown or pro)ected concentration

. levels, it would require freshwater and
' saltwater chronic tests on aquatie

. vertebeates {rainbow trout and Menidia
sp.) and a chronic toxicity stuadyon -

~ aquatic invertebrates (Daphnia sp. and
Mysid shrimp). The Agency recognizes.
thatdat&. particularly those obtained:

-
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" cresols.

- . Personnel

" consider “the reasonably
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. from predictive modeling, are open to

many different interpretations.
Therefore. the Agency is-soliciting
comments.on the amount and type of
data which the Agency;should have
before making a decision that this data
-allows it to reasonably predict that -
effects will not occur. T

11 8 EcmuncAmlysxsumepoud Rule En

To assess the patential economic

" impact of this proposed rule; EPA has: -

prepared a Level I econemic evaluation
that examines the costs of the required
testing and analyzes four inarket

characteristics of the chemical: (1} - .

Demand sensitivity, (2) cost - .
characteristics; (3) industry structure,
and .(4) market expectations. -

The Level I analysis of cresols, which

- estimates-a total testing cost of from

$800,000 for the minimum set of tests to .
$5 million for the mexdimum get of tests;,

- indicates that the potential for adverse

economic effects die to the estimated -
testing costs is low. This cenclusion js.
based on the follawing obeervations:-
1. Stable or moderate growthr is~ .
‘expected in most markets for.cresols,- -
2. The.production of coproducts to

. cresols would mitigate the potential for:
_impact of incrementat test costs.

3. The relative magnitude of the test -
cost is minor, i.c., on an annualized unit
cost basis, the upper end of the cost ™ .
range is equivalent to $0.012 per pound
for o-cresol and for the mixed cresols -

per pound. This represents 2.1 percent of
price for a-cresol, 0.8 percent for cresylic
acid; and 1.0 percent for-all other - -
4. Demand in most of thie markets
.does not appear very sensitive to smail’
increases in price. .o -
Because the Level I analysis indicates
very little potential for an adverse .
economic impact, EPA has determined
that a more comprehensive and detailed -
Level Il economic evaluation is not
needed for L i

IV. Availability of Teat Facilities and. -

Section 4(b)(1} PAto-. << .
y:foreseeable
availability of the facilities and- .. .=
personnet needed to perform the testing
required under the rule.” Therefars, EPA.

*-conducted a study to assese the -~ | - i ilems o

"availability of test facilities and. ..
petsonnel to handle the additional o
demand for testing services created by - -
“section 4 test rles and test progtams. .
negotiated with industry in place of -
-rulemaking. Copies of the study, - - _.
“Chemical Testing Industry: Profils of .-

-~ .

- . voluntary preparation-of an EISisnot

- ?*megﬁng and include the written

- - from 8:00.a.m. te 400 p.nm.,
Toxicological Testing..October. 1981,” * - -
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. can be obtained from NTIS, under-
_publication number PB 82-140773,  /

On the basis of this study, the Agency
believes that there will be available
resources to perform the testing in‘this

" proposed rule. _ -

V. Environmiental Impact Statement”

EPA. is not required to prepare :
vironmental Impact Statements {EIS), -
under the National Environmental Policy -
Act (NEPA), 41 US.C. 4321, for test~ -
rules. EPA has determined that . -

appropriate for regulations issued under
section 4 of TSCA. For further .- -
discussion of EPA’s EIS policies, see the

- preamble to the Agency’s rules for

compliance with NEPA published in the
Federal Register of November 6, 1879 (44
FR64174). - -

VI. Public Meetings- N o
If persons wish to present comments

on this proposed rule to EPA officials

who are directly responstbie for

. developing the-rule and supporting

analyses, EPA will hold a public meeting’

- on September 26, 1983, in Washington, ~ _
.D.C. This meeting is scheduled after the:

deadline for submission of written

‘comments; so that issues raised in the

written comments can be discussed by.
EPA and the public commenters. :
Information on the exact time and place
of the meeting is available from the

" TSCA Assistance Office (TAO}, Toll A

0 Land sol) the cost fo 30.009 .- Free: (800~424-0065). In Washingtoh,

D.C:: (554~1404)) Outside the U.S.A:
(Operator-202-554-1404). - EE
Persons who wish to attend or present

. comments-at the meeting should call the
-. TAQO by August 25, 1983. While the-
. meeting will be open to the public..

active participation will be limjitedto
those persons who arranged.to present
comments and to designated EPA :

- participants. Attendees shou!d ca_ll the

TAO before making travel plans

because the meeting will not be held if

‘members of the public do not wish to

make oral coruments, - . Ce .
The Agency will transcribe the -

transcript in the publicrecord. - -

_Participents-are invited; but not. .

required, to submit copies of their . -

"statements.prior to or on the day of the

meeting: All such writterr materials will *
Become part of EPA’s record for this

- EPAhas established a-public record |

- for this rulemaking docket number -~ ~

[OPTS-42033) whiclis available for -
inspection in the OPTS Reading Room: -

through Friday, es_acepﬂegn! holidays im

1

Rm. E-107, 401 M St. SW.,, Washiﬁgton.
D.C. This record includes the basic™ -

- information the Agency considered in*-

developing this proposal, and
appropriate Federal Register notices.
The Agency will supplement the record
with additional information as it is
received. This record includes the
following information: -
- (1) Federal Register notices pertaining
to this rule consisting of: R

- (a) Notice of proposed rule on cresols.

" {b) Notice containing the FTC
- designation of cresols.to the Priority List

(42 FR 55028, October 12, 1977),
(c} Notices relating ta EPA’s health
effects test guidelines and EPA Good

‘Laboratory Practice Standards.

.- {d} Notice of proposed rule on-
exemption policy and procedures. -
(e} Notice of proposed rulemaking on.
reimbursement policy and procedures.
(2) Support Documents: consisting of:
(a) Cresols-support document. -
(b} Economic analysis support
document. - R
~(c) Hunian exposure assessment
support ¢ d a
(3) Communications before proposal .
consisting of: oo
- (a) Written public and intra-agency
memoranda and comments.. .
- (b)-Summatries of telephone-

_conversations.

(c} Meeting summaries.

{d) Reports—published and
unpublished factual materials, including -
contractors’ reports. . LT

"V!II. Classification of Rule-

Under Executive-Order 12291; EPA
must judge whether a regulation is
“Major’"and, therefore, subjectto the
requirement of a Regulatory Impact .
Analysis. The regulation for these
chemical substances is not major
because it does not ineet any of the
criteria set forth in section 1{b) of the
Order. First, the actual annual cost of .
the testing prescribed for_cresois is less -
than $1.3 million over the testing and -
reimbursement period. Second, because

* - the cost of the required testing will be _

distributed over a large production -

. volume, the rule will have enly very = - '

minar effects (less than Z1percenta- -

- year] on producers’ costs or users’ pm:e&

for this chemical. Finally, takinginto
dccount the nature of the market for this .

. - substance, the low level of costs -

involved, and the expected nature of the -

- mechanisms for sharing the costs of the .

required testing, EPA  concludes that’
there will be no siguificant adverse
economic.impact of any type as-a result

_of this rule:- R

This proposed regulation was

" “submitted to the Office of Managemenf

T
- — : s ~
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and Bidget (OMB) for review as.. .- -
uired by Executive Order 12291 Any :
iments.from OMB to EPA, and any-

.PA response to those comments, are\

included in the public record.. . -
IX. Regulatory Flexibility Act IR
Under the Regulatory Flexibility Act,”
(15 U.S.C. 60, et seq., Pub. L. 96-354,
September 19, 1980), EPA is certifying

that this test rule, if promulgated, will
not have a significant impact on a,

~ substantial number of small busmesses A

for the following reasons: -

1. Small processors-will not perform
testing themselves, or will not- .
participate in the orgamzahon of the o
testing effort. .

2. Small processors will expenence )
only minor costs in securing exemptxon_
from testingrequirements.. - -

- 3. Small processors are unlikely to be
affected by reimbursement
requirements. . -

X. Paperwurk Reduction Act -

The Paperwork Reduction Act of 1980
(44 U.S.C. 3501 ot seq.) authorizes the
Director of OMB to review certain

- information- vollection requests by _

Federal agencies. The test rule proposed

. in this notice, if promulgated, could -

" willamD. Ruckelsbans.
. Adnumqtmtor. _

) (CAS No. 108-39—4) and p-cresol (CAS then (A) no later than 30 days sftet U

result in the submission of ‘several typeg
“information related to.the required -
ting: including study plans and final -
.zports-for each:test required by persons-
sponsoring the tests. For the reasons set
forth in the Federal Register of June 5,
1981.(46 FR 30315), EPA believes that the_
test rule contained in this notice does~

not constitute an information collection

request.as defined in. thaPaperwork
Reduction: Act.

{Sec. 4, TSCA (Pub. L. 94-469. MStat. 2003;15
U.s.C. 2601) .

List of Subjects in 40 CFRPart 799

Testing, Environmental protection,
Hazardous material, Chemicals... _

. Dated: ]une 30, 1983, -

PART 799-IDENTIFlCAT|QNOF
SPECIFIC CHEMICAL suasrm 8
-TESTING REQUIREMENTS:. =

Therefore it is proposed thara new:
§799.1250 be added ta the. proposed Psrt
799 to read as follows.

SubpartA—[nesmea1 S - -"s
Subpart B—Specific Chemicat Testing
'99.1250 - ormo-CruoI o-crml),mm—

- No: 108-44-5), each shall be testedin
accordance with this part. . ‘

{2) 0~Cresol, m-cresol and: p-cresol of
at least 99 percent purity shall be used.
as the test substances in all tests; .

(b) Persons required to test. (1) All-
persons who manufacture.or intend to. .
manufacture any. cresol isomer or any .
mixture of cresol isomers from the -
.effective date of this.rule to the end of
the reimbursement period shall submit
gtudy plans, as specified Ly 40 CFR Part
" 770;.and conduct tests and submit data

" as:specified by this part. . .

{2) Any person snblect to the -

- requirements of this section may spply
to EPA for an exemption front study-.

. plan submission, testing and data
submission. No later than 30 days: after
the effective date of this rule, each-
‘manufacturer of credols must notify- EFA
.. by letter of an intent either to submit a.
gr:gosed study plan or to be exempted:

testing for each test or study.
roquxrod in this rule:
(3 If manufacturers. submit study

. plans, conduct testing; and submit data -

in a-satisfactory manner; processors will.
be given an-automatic exemption:by-

EPA. If manufacturers fail to'submit. - -

. study plans, all persens who: proeess or
intend to process-cresols from the: . -
effective date of this rule to the end of
‘the reimbursement period shall be - ,
directed in-a special Federal Register
-notice to submit study plans and to
conduct tests and submit data as-
specified by this Part orbe in. wolatlon
of thisrule.” . .

(c) Study plans-{1) Testmg. 'l’estmg
shall be performed.using a study plan- -
submitted and approved in accordance-
with 40.CFR Part 770. All data must.be
developed and reported in-accordance -
-with the EPA Good Laboratory Practice:
(GLP) standards in accordance with 40.

. CFR Part 792. Labor: tories éonduo ..
by uoting. -, plan.

- testing under this rule must adhere to.

. the’EPA GLP standards pubhshed by the -

ency.’
~{2) Submlaswn. (i) Manuiactu:ers of

. ~. . cresols wha indicate they will perform

- testingmust submit proposed study.

. planson or before 90 days after the™ —._', .
- effective date of this rule. Only oneset .

" of study plana should be prepared and
- submitted by persons who are jolntly
sponsoring testing.. - :

(ii) If, by the date speclﬁed in

paragraph (b}(2).of this section, m'l lettér -

~of intent to submit a proposed study -

“plan is submitted by a manufacturer for . -
a test or study required by this rule, EPA -

will so notify the manufacturers of-
cresols. If no manufacturer promptly

sol (m-cresol) and para-cresol (p-cresol).  decides to submit a study plan and .
'(a) Identification of test substance. (1) conduct testing; EPA.will publish &
o-Cresol (CAS No. 95-48-7), m-cresol - Federal Register:-notice of this fact and

pnblication of such a notice, each
processor must notify EPA by letter of
" “its intent either to submit a proposed
study plan for each test or study that
will not be covered by manufacturers’
study plans.or to be exempted from
testing and (B) processors Who indicate -
they will perform testing must submit
proposed study plans on or before 90
- days after publication of such a notice. .
. (iii} Manufacturers which do not
notify EPA of their intent. eitherto
-submit a proposed study: plan or to be .
exempted from testing for each testor - -
study reqmred in this rule; will be
. considered in violation of the rule-

- beginning on the 31st day after the
effective date of the rule. Manufacturers -
who indicate they will perform testing’
and which do not submit proposed study
plans on or before 90.days after the :

- effective date of this rule will.be -
considered in violation of the rule
beginning om the S1st-day after the

~ effective-date of this rule. Each”
processor who fails to submit a letter of -
intent te submit a study plan or to -
request an-exemption.when required

“will also be considered in violation:of B
" this rule beginning on the 31st day after -
publication of the notice described'in- - -
paragraph (c)(2)(i) of this section.
(iv) If no study plan is propased for
_each test or study required in this rule,
every manufacturer and every processor
of such chemicals will be in violation of
this rule beginning on the 91st day after

- the publication of the notice described
ifi paragraph (c)(2)(ii) 'qf this section - -

- until such-a study plan is suhmitted.by -
an appropriate sponsor.
= (8) Content. (i} All study plans are -

.. required to contain the following:

information: (A) Identity of the test rule.
and the specific test requirements-of
that rule to-be covered by the study

{B)(2) The names and addresses of the
test sponsors. o

'(2) The names and addresses of the
responsible administrative officials and.
_project manager(s) in the pnnmpal R
sponsor’s organization.
{3) The name, address and telephone.
number of the appropriate individual(s}

- . for oral and written commumcatxons

with EPA.. . .

(4]¢/) The name and address of the
testing facility(ies) including responsible
-administrative officials and project
-manager{s} responslble for this testing

{#) Brief summaries of the training -

. and experience of each professional

"~ involved in the study including study

director, veterinarian(s), toxicologist(s), -

- pathologxst[s) and laboratory assistants. -

{C).1dentity and data on the

o snbstances being tested mcludm'gc

—
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appropriate physical constants, spectral * plan-is necessary in order to preserve Evaluation: Human and Domestic
data, chemical analysis altd stability the accuracy of an on-goinig study or (B] ~ Animals, publlshed by NTIS [PB 82~
under test and storage conditions. - . . if EPA determines that a modification 1539186). .

(D) Study. pmtocoh. including . clearly does not pose any significant (3) Mumgemceﬁects—cene
rationale for: species-strain selection; substantive issues. EPA will notify the Mutation—{i) Required testing. (A} a
dose selection (and’ supporting data); sponsor of the Agency’s approval or DNA damage assay shall be cunducted
route(s}. or method(s) of exposure; a . disapproval. When the Agency approves  with m- cresol only..

“description of diet to be used and its - a modification, it will publish a notice in (B) Sister cliromatid exchange (SCE}.
source, including nutrients and the Federal Register indicating that the assays shall be conduuted mth m-and
contaminants and their concentrations; plan has been modified. - p-cresol, individually: . . :
for in vitrn test systems, a description of -~ _(d) Health offects testing—{(1} " " [C] Gene mutation in celh in cultire:

culture:medium and its source;and @. - Subchronic inhalation toxicity—() - - assays shall be conducted thh m- and’
summary of expected spontaneous - - Required testing. Ninety-day subchronic * L indfvidually.
ehrn:x;ilc dmeaie 1i.fmcludmg tumors}); - mhahtioz thxtlhcity te&ti::d shall beL . _1 (D) A second gene mutation in cells in

. gem aul; o forem onand ° mcmd:h‘“ cted with.o-, o, p-creso .culture assay, uging a different cell line
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- completion of major phases of long term™

'AOfsubmmnn:

i

tests; sched;lm submission of interim
progress an reports to EPA.

(ii) Information given under paragraph
(c)(ﬁ)(n)(B](«ﬂ of this section is wxfth
required i proposed study plans if the'
information is net.available at the time
hawever; the information
must be submrtted before the. miﬁaﬁan

Of( ) Adoptic O

4 ion: Upon reeeapt

proposed study-plans, EPA will pubhah.
‘in the Federal Register a notice. . -
requesting comments on-the ability of -
the smdyplanstaensunethatdahfmm
the tests are reliable and adequate. EPA
will provide a 48-day comment period, -
and will provide an opportunity foran- _
oral presentation on the request of any -
person. EPA may extend the comment
period if it appears from the nature of
the issues raised by EPA's reviewor = |
public comment that further comment is _
warranted. Following the close of the: -
commenf period, EPA will publisha -
final rule adopting the study plans as _
proposed or modified which will become:
the test standards by which tbe study

. willbe conducted.

" Applications must explain why the

14

(5) Modification of study plans’ during
condirct of study—{3) Application. Any
test sponsor who wishes to modify the
adopted study plan for any testrequired
under this rule must submit an: .
application in accudamx wlmthm
section. Applic: tion- -

- Guidelines for Subchronic Exposure -

- abemtmns—(') Required testing.—(A)’

y.
(id) Study plans. For gmdance in .

. preparing study. plans, it is- -

recommmended that the Toxic Substances
Control Act {TSCA) Health Effects Test

Inhalation Taxicity, published by the- -
National Technicat Information Servxce

(NITS} under publication numher PB-82. _

232984, be consulted. Additional
guidance may be obtained from the _
organization for Economic Cooperation
and Development (OECD) Test

" Guidelines for Health Effects and the - ..

Federal Insecticide, Fungicide, and

‘Rodenticide Act (FIFRA) Pesticide

Registration Guidelines; Proposed Data
Requiroments for Hazard Evaluation:
Human and Domestic Animals,

” published by.NTIS under publication -

number PB 83-153918. -
{2) Mutagenic eﬁects—Cbmmosonml

_In vitro cytogenetics-tests shall be

: conductedwmro-,m-an& p-creeoL
imdivxdually -

M) An in vive cytugenem:s test shall ~
be-conducted for each isomer which
produces a negauve result i in the in vitro
- cytogenetics test. -

(C) A dominant lethal assay shall. be ¥
conducted for each isomer which

-produces a positive result in either the
-In vitro or the in vivo cytogenetics test, .

(D} A heritable translocation assay.

" shall be conducted with each isomer- . -

which produces a.positive result in the

shall be madein- wﬁﬂngorhy phone to: / dominant lethal assay... -

the Chief Test Rules:Developmerit

" Branch, with writterr confirmation to:--

follow within 10 waorking days. -

modification is ne

(ii) Adoption. To the extend feasxble. "

- EPA will seek comment on all- ) -
significant substaritive changes i study

. plans. EPA will issue a fiotice in the

. Federal Register requesting comments -~

on requested modifications in.
accordance with section 4(b)(5) of

. TSCA. However, EPA will act on the

_requested modification without seeking -
public comment (A) if EPA believes that ~
_an immediate modxﬁcah_on to a study .

. . Effects Test Guidelines for

- (E) Further testing for chromosomal
aberrahons is.not required for any

_ isomer which produces a negative result:
~- - inthe in vivo cytogenétics test or the

"dominant lethal assay: v
(ii) Study plans. For guidance in *' «

" preparing study plans,itis . .

recommended that the TSCA _Hezﬂth

- Cliromosomal Effects, published by

. NTIS (PB 62-232884), be consulted.
Additional guidance 'may be obtained
from the OECD Test Guidelines for -

" Genetic Toxicology, and the FIFRA .
Pesticide Registration Guideliries;

- Proposed Data Reqmrements for Hazard

from that used in the first assay, shail be
conducted for each isomer which
‘produces-a negative result in the first
gene mutation in cells in culture assay,

- specified by paragraph (d)(3)(Dy*of this: -

section, coupled with. positive results in

* _ both the DNA damage and SCE assays:

{E) 0- and p-Cresol shall be tested in a
Drosophila sex-linked recessive lethal
(SLRL} test. A Drosophila SLRL test also
shall be.conducted for m-cresol if it - .

' produces a-positive result in-the DNA.

damage assay, SCE assay or either gene
mutation in cells in culture-assay. .
(F) A matise specific lécuxassey shall

- beconducted with each isomer which.

produces a positive result in thc

- Drosophila SLRL. -~

{G) Further testing for gene mutatxons
is not required for any isomer.which
produces-a negahve result in the

. Drosophila SLRL.

(H) Further testmg for gene mutations..
is not required for any isomer which:
produces a negative result in the second

- gene mutation in cells in culture assay. -

_{ii) Study plans. For guidance in"
preparing study plans; it is )
recommended that the TSCA Health-

- Effects:Test Guidelines for Gene:

Mutations and DNA Effects, published
by NTIS (PB 82-232984), be consulted.
Addmonal guidance may be obtained
from the OECD Test Guidelines for
Genetic Toxlcology and the FIFRA

. Pesticide Registration Guidelines;
Pmposed Data Requirements for Hazard
- Evaluation: Human and Domestic :
. Animals,. pubhshed by NTIS. (PB 83- .

153918). e
(4) MutagemcEﬁ'ects—CelIuIar

' Transfamalion—(l) Required-testing. .

{A) Balb/c 3T3 celular transformation

_ tests performed without metabolic

activation shall be conducted with m-"

S and p-cresol, individually.

{B)(2) o-Cresol shall be tested in the

_cellular transformation test with

activation: A Balb/c 3T3 cellular
transformation test with metabolic -
activation shall be conducted with each

_isomer which produces a negative result
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- in the cellular transformation tést

vithout activation. . -

(2) If the method of metabolic
activation in the cell transformation —
assay with activation, for the individual
cresol isomers, is by feeder layets using
" rat hepatocytes. then an equimixture of
the three isomers shall also.be tested
under these conditions: -

(€A confirmatory tumor formatmnm
| viva.assay shall be performed with each
" isomer which praduces a positive-result
inthe cellular transformation test - ~ -

. without activation or with activation.

(D) Further. testing for cell TN
transformations is not necessary for any
isomer which prodtices a negative result
in the cellular transformatiomtest with.
activation or in the conﬁrmatory\tumor .
formatten in vivo assay. - ‘

(ii) Study plans. For- gmdance n
preparing study plans, itis - - -

v

. recommended that the follawing paper

be consuited: Heidelberger, et al. 1983, . )

- Cell Transformation by Chemical.

Agents; A Review-and Analysis of th&

Gene-Tox Program. Mutatzan Reseamh
Vol. 114, pp. 283-385.

(5) Carcinagenicity—{i). Reqmred
testing. A two-year oncogenicity- = .
bioassay shall be conducted with each

.somer which produces a posmve result
n any -one of the following tests: in vitro -
cytogenetics test, in w‘vo cytegenetics.
test, first gene mutation in-cells im .
culture assay, second gene mutatiorrin. .

cells in culture assay, Drosephila SIRL -

and cell transformation confirmatory :
tumor formation in vivo tests. A two-
year oncogenicity bioassay shall he -
condurted with 2 mixture of o., .m-, ard
p-cresol, if after the completion of the: -
entire mutagenicity test battery, each of
the three i isomers produce only negative -

" results, thereby not triggering any 2-year

bxoassays for mdmdual igomers,

. ,153816).. -
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{id). Study plans, For gmdance in

- preparing study plans, it is

recommended that the TSCA Health
Effects Guidelines for Chronic -
Exposure—Oncogenicity, published by
NTIS (PB 82-232984), be consulted.

- Additional guidance may be obtained
* from the OECD Test Guidelines for

Health Effects; and the FIFRA Pesticide
Registration Guidelines; Proposed Data:
Requirements forHazard Evaluation.
‘Humean and Domestic A

_“published:ly: NTIS: [PB83-1539‘16)

(6) Teratogenicity—{i) Réquired

* testing: Teratogenicity studies shall be -

conducted with o-, m-, and p-cresol,
indxviduall

- {ii) Study p]dns. For gmdance i
preparing study plans, itis - .
recommended-that the TSCA Health -
Effects Test Guidelines for Specific

 -Organy/Tissus Toxicity-Teratogenicity,

-published by NTIS (PB:82-232884), be: -
consulted. Additional guidance may be.
obtained from the OECD Test. -
"Guidelines:for Health Effects; and the-

' . -FIFRA Pesticide Registration Guidelines; -
‘Propesed Data Requirements for Hazard: -
- Evaluation: Human-and Domestic. * -

" Animals;. pubhshed by NTIS B 83—

@ }Epmductzve eﬁects—(t) Requu'ed

g testing: Two-generation repraductive-

effects studies shall be conducted with 7
o<, m-, and p-cresol, individually.
Inhalation shall be the route of

. -administration of thetest substances in

these studies.” * -

(i) Study, Dlana. For gmdance in
prepanng study plans; itis- - -
recommended that the TSCA Health

. Effects:Test Guidelines for Specific -
- Ongan/'l'issﬁe ‘Toxicity—Reproduction/

Fertility Effects, published by NTIS (PB
82~232984), be consulted. Additional
- guidance may-be obtained from the
FIFRA Pesticide Registration Guidelines;

Propused Data Requn'ements for Hazard

Evaluation: Human and Domestic
' ‘Animals, published by NTIS (PB 83~
153916).

(8) Neurotoxicity—{i} Required
testing. The following neurotoxicity test
battery shall be performed following
'subchronic inhalation exposure. -

(A) A neuropathology test shall be:
conducted witlro-, m-, and p-cresol.
mdmdually. .

- (B).A motor activity. test shait b_e <

. conductedmtha-im-, andp—aasol.

mdmdually.
- (C).A functional obse:vationbauery
_shall be conducted with o-, m-; and P

. cresol, individually.

(i), Study plans. For gmdance in
preparing study plans, it is
recommended that.the TSCA Health
‘Effects Test Guidelines for . -

. Neurotoxicity; published by NTIS (PB. ..

. 82-232984), be consulted. Additional:
' guidance may be obtained fronrthe - e
- FIFRA Pesticide Registration Guidelines;

Proposed Data Requirements forHazard -
Evaluation: Human and Domestic- - .
Animals, pubhshed by N'l‘ls (PB 83—

. 153016). y

(9} Skin aensxtzzatmn—-(i] Reqmred
testing. Skin sensitization studies:shall
be conducted with o-, m»—an& p-ereaoh
-individually. -

(it)" Study plans. For guxdance in
preparing study plans, it is
recommended that the TSCA Health
Effects Test Guidelines for Dermal
- Sensitization, published by NTIS (PB 82-
_ 232984], be consulted. Additional
" guidance may be obtained from the
OECD Test Guidelines for Health

. Effects, and the FIFRA Pesticide -

Registration Guidelines; Proposed Data :
Requirements for Hazard Evaluation:

- Human and Domestic Animals,

publislied by NTIS (PB 83-153916).
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